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DETAILED ACTION 

The finality of the Office action, mailed 01/06/09, is withdrawn. This 
action is a non-final action. 

Rejections and/or objections not reiterated from previous office actions are 
hereby withdrawn. The following rejections and/or objections are either 
reiterated or newly applied. They constitute the complete set of actions being 
applied to the instant application. 

Status of the Claims 
Claims 1 , 4, 6, 8, and 1 1 are currently pending in this application and are 
the subject of the Office action. 

REJECTIONS 
Claim rejections - 35 USC 103(a) 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically 
disclosed or described as set forth in section 102 of this title, if the 
differences between the subject matter sought to be patented and the 
prior art are such that the subject matter as a whole would have been 
obvious at the time the invention was made to a person having ordinary 
sl<ill in the art to which said subject matter pertains. Patentability shall not 
be negatived by the manner in which the invention was made. 
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This application currently names joint inventors. In considering 
patentability of the claims under 35 U.S.C. 103(a), the examiner presumes that 
the subject matter of the various claims was commonly owned at the time any 
inventions covered therein were made absent any evidence to the contrary. 
Applicant is advised of the obligation under 37 CFR 1 .56 to point out the inventor 
and invention dates of each claim that was not commonly owned at the time a 
later invention was made in order for the examiner to consider the applicability of 
35 U.S.C. 103(c) and potential 35 U.S.C. 102(e), (f) or (g) prior art under 35 
U.S.C. 103(a). 

Claims 1, 4, 6, 8, and 11 are rejected under 103(a) as being 
unpatentable over Seymour (Seymour. Glyburlde/Metformin HCL Clinical 
Review In: Diabetes Intervention: Achieving tight glycemic control through 
combination therapy. Managed Care (Special Supplement). 2001; 10(2):1- 
24, especially pages 11-16), in view of McCall (McCall. Clinical review of 
glimepiride. Expert Opinion on Pharmacotherapy. 2001;2(4):699-713). 

Seymour teaches Glucovance is an oral medication that combines 
glyburide and metformin hydrochloride, which offer complementary mechanisms 
for achievina alvcemic control in patients with Tvpe 2 diabetes (page 1 1 , first 
para.). Seymour discloses clinical study trial results wherein diabetic patients 
were administered placebo, glyburide 2.5 mg alone, metformin 500 mg alone, 
glyburide 1 .25 mg plus metformin 250 mg, glyburide 2.5 mg plus metformin 500 
mg (page 13, col. 1, last full para.). Seymour discloses conversion guides 
showing how to switch diabetic patients on a combination of, for example. 
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glyburide and metformin hydrochloride (Glucophage) tablets, and glimepiride 
(Amaryl) tablets and metformin hydrochloride (Glucophage) tablets to 
Glucovance (page 14). In particular, Seymour teaches Glucovance tablets 
containing a combination of 5 mg glyburide and 500 mg metformin hydrochloride 
(Glucophage; page 14). Seymour teaches that patients on metformin and 
glyburide-metformin (5 mg/500 mg) were titrated to up to 4 tablets/day (= 20 mg 
of glyburide and 2000 mg of metformin hydrochloride, which would be equivalent 
to 8 mg glimepiride and 2000 mg of metformin hydrochloride based on the 
conversion factors of Seymour; page 15, last para.. Table 2). Seymour discloses 
that in order to avoid hypolgycemia, the starting dose of Glucovance should not 
exceed the daily dose of glyburide (or equivalent dose of another sulfonylurea) 
and metformin already being taken and that the daily dose should be titrated in 
increments of no more than 5 mg/500 mg up to the minimum effective dose 
necessary to achieve adequate control of blood glucose (page 14, Table 1 , 
including footnotes; and page 15, Table 2, including footnotes). Seymour 
discloses that the Seymour states that the fixed dose combination of glyburide- 
metformin hydrochloride offers attendant gains in patient compliance in patients 
who are switched from polytherapy to fixed dose Glucovance monotherapy (page 
16, last para). 

However, Seymour does not teach the instant claimed combinations 
comprising glimepiride and metformin hydrochloride, or the instant claimed 
weight ratio. 
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McCall state that glimepiride is a second generation sulfonylurea for 
treatment of Type 2 diabetes (abstract). McCall discloses that glimepiride 's 
antihyperglycemic efficacy is equal to other secretagogues such as glyburide 
(abstract; page 703, col. 1, introduction section). Mccall teach that glimepiride is 
approved for use as monotherapy and for combination therapy with metformin 
and with insulin (abstract). McCall teaches that the dose of glimepiride 1-8 mg 
daily as monotherapy (page 706, col. 2). McCall state that glimepiride has some 
reasonable comparative data suggesting benefit over glyburide (page 709, col. 
2, 3rd para.; page 720, conclusion section). McCall states that choosing a drug 
such as glimepiride merits serious consideration because it offers convenience, 
dosing flexibility and relatively low expense while minimizing the common barrier 
to ideal control and the most common adverse effect of secretagogues, 
hypoglycemia (page 710, col. 2, last para, to page 71 1 , col. 1 , line 20). McCall 
state that glimepiride appears to have a lower risk of hypoglycemia than 
glyburide (page 703, col. 2, introduction section). 

It would have been obvious to a person of skill in the art at the time the 
invention was made to substitute the glyburide component in Glucovance as 
taught by Seymour with glimepiride as taught by Mccall for its reduced 
hypoglycemic adverse effects in treating a patient with type 2 diabetes mellitus 
(page 709, col. 2, 3rd para.; page 710, col. 2, last para, to page 711, col. 1, line 
20; page 720, conclusion section). One would have been motivated to do so 
because Mccall suggest that glimepiride offers certain benefits over other 
secretagogues such as convenience, dosing flexibility and relatively low 
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expense, while minimizing the common barrier to ideal control and the most 
common adverse effect of secretagogues, hypoglycemia (page 710, col. 2, last 
para, to page 71 1 , col. 1 , line 20) and glyburide as taught by Seymour et al. is 
also a secretagogue. Since McCall teach that glimepiride is approved for use as 
monotherapy in a dose of 1-8 mg daily, and also for combination therapy with 
metformin (abstract; page 706, col. 2), and Seymour suggest that patients on 
glimepiride and metformin hydrochloride wherein both drugs are administered as 
separate dosage forms may benefit from a fix dose tablet formulation comprising 
metformin hydrochloride and a secretagogue (i.e. glyburide; page 14), one would 
reasonably expect to successfully substitute the glyburide component in the fixed 
dose Glucovance tablet formulation comprising metformin hydrochloride 500 mg 
with a suitable therapeutic dose of glimepiride, for example, of 1 mg (= relative 
dose ratio of 1/500 of glimepiride and metformin hydrochloride) to arrive at 
applicant's claimed fixed weight ratio of glimepiride and metformin hydrochloride 
of "about 1/500" for use in the treatment of a patient with type 2 diabetes mellitus 
since Seymour suggest that secretagogue - metformin hydrochloride 
combinations oral tablets offer complementary mechanisms for achieving 
glycemic control in patients with Type 2 diabetes (page 1 1 , first para.) and may 
provide gains in patient compliance (page 16, last para.), particularly patients 
who a require polytherapy with two separate hypoglycemic agents (page 16, last 
para) and McCall state that glimepiride appears to have a lower risk of 
hypoglycemia than glyburide (page 703, col. 2, introduction section). Besides, it 
is routine in the medical arts to combine drugs that are known to have the same 
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therapeutic utility and both metformin hydrochloride and glimepiride are known 
hypoglycemic drugs as evidenced by the teaching of Seymour and McCall. The 
motivation for combining the components flows from their Individually known 
common utility (see In re Kerkhoven, 205 USPQ 1069 (CCPPA 1980). 

With respect to claim 1 , Seymour teaches tablets comprising metformin 
hydrochloride in a fixed dose combination with a secretagogue (i.e. glyburide), 
wherein the weight ratio of the secretagogue (i.e. glyburide) to metformin 
hydrochloride Is 5mg/500mg ( page 14) and suggest that patients requiring 2 mg 
of glimepiride and metformin hydrochloride 1000 mg - 2000 mg per day should 
receive an equivalent dose of glyburide/metformin hydrochloride of 2.5 
mg/500mg (= 1 tablet of Glucovance) twice a day, which should be titrated In 
Increments of 5mg/500mg of glyburide/metformin hydrochloride (= 1 tablet of 
Glucovance i.e. different strength from the 2.5/500 mg tablet; page 14, Table 1). 
Hence, one would reasonably expect to successfully modify the weight ratio of 
the secretagogue (e.g. gllmeplrlde)-metformln hydrochloride components in the 
tablets of Seymour to arrive at the instant claimed weight ratio amounts 
depending on the dose amount of each agent required to achieve normoglycemic 
levels in a patient with type 2 diabetes absent objective evidence to the contrary. 
Besides, McCall teaches glimepiride in a dose of 1- 8 mg and Seymour discloses 
regimens comprising glimepiride 2- 8 mg and metformin hydrochloride 1000- 
2000 mg per day (page 14, Table 1) and therefore one would expect to select 
any conventionally known dose amount of each component to formulate a fix 
dose combination tablet (e.g. 2 mg glimepiride and 1000 mg metformin 
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hydrochloride = 1/500 weight ration; or 4 mg glimepiride and 2000 mg metformin 
hydrochloride = 1/500 weight ratio). Since the prior art encompasses a fixed dose 
combination comprising glimepiride to metformin hydrochloride in a weight ratio 
of 1/500 and the instant claims require a fixed dose combination of glimepiride to 
metformin hydrochloride in a weight ratio of about 1/500, one would reasonably 
expect that the fixed dose combination of the identical instantly claimed 
components in the same weight ratio would exhibit the same therapeutic 
properties, including being "a synergistic combination." 

Regarding the preamble of claim 1 , Seymour teaches Glucovance tablets 
and tablets comprising active drugs (e.g. glimepiride and metformin 
hydrochloride) would reasonably be considered to be solid pharmaceutical 
compositions. 

Regarding claim 4, Seymour teaches tablet formulations comprising 
metformin hydrochloride 500 mg (Glucophage) and glimepiride (Amaryl; see 
page 14, Table 1) and McCall teaches glimepiride in doses of 1 mg - 8 mg (page 
706, col. 2). Further, tablet formulations are routinely formulated with inert 
components (e.g. binders) to facilitate the pharmaceutical formulation and 
therefore one would reasonably expect that the tablets encompassed by the prior 
art would also contain at least one excipient since excipients (e.g. binders) are 
routinely added to tablet formulations. Hence, it would have been within the 
scope of knowledge and skill of an artisan at the time the invention was made to 
add any suitable excipient to the formulation to render it pharmaceutically 
desirable absent objective evidence to the contrary. 
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Regarding claim 6, Seymour disclose metformin hydrochloride 1000 mg 
and glimepiride 2 mg (page 14, Table 1). The above discussion of the limitation 
"at least one excipient" in connection with claim 4 is incorporated by reference. 

Regarding claim 8, the above discussion of claim 1 is incorporated by 
reference. Further, it would have been obvious to a person of skill in the art at the 
time the invention was made to administer the fixed dose combination of 
glimepiride and metformin hydrochloride having any suitable weight ratio, 
including applicant's claimed weight ratio amount to control blood glucose levels. 
One would have been motivated to do so because Seymour suggest that 
secretagogue - metformin hydrochloride combinations oral tablets offer 
complementary mechanisms for achieving glycemic control in patients with Type 
2 diabetes (page 1 1 , first para.) and may provide gains in patient compliance 
(page 16, last para.). 

Regarding claim 1 1 , Seymour discloses that the daily dose of a fixed dose 
combination comprising administering a secretagogue (e.g. glyburide) should be 
titrated in increments of no more than 5 mg/500 mg up to the minimum effective 
dose necessary to achieve adequate control of blood glucose (page 14, 
footnotes) such that one would reasonably expect to manipulate the relative dose 
amounts of glimepiride and metformin hydrochloride of the tablet composition 
encompassed by the prior art, including arriving at applicant's claimed dose 
amounts, and administer said fixed dose amounts (e.g. glimepiride 2 mg and 
metformin hydrochloride 1000 mg) to a patient with type 2 diabetes to achieve 
adequate control of blood glucose in a patient in said patient based on the 
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conventionally known doses of each agent as taught by Seymour absent 
objective evidence to the contrary (pages 14-15, Tables 1-2). 

Thus, it would have been obvious to a person of skill in the art at the time 
the invention was made to create the instant claimed invention with reasonable 
predictability. 

Response to applicant's arguments 

Applicant's arguments with respect to the rejection under 103(a) have 
been considered but are moot in view of the new ground(s) of rejection. 
Conclusion 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Charlesworth Rae whose telephone number 
is 571-272-6029. The examiner can normally be reached between 9 a.m. to 5:30 
p.m. Monday to Friday. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Sharmila G. Landau, can be reached at 571-272-0614. 
The fax phone number for the organization where this application or proceeding 
is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from 
the Patent Application Information Retrieval (PAIR) system. Status information 
for published applications may be obtained from either Private PAIR or Public 
PAIR. 

Status information for unpublished applications is available through 
Private PAIR only. For more information about the PAIR system, see http:pair- 
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direct.uspto.gov. Should you have any questions on access to the Private PAIR 
system, contact the Electronic Business Center (EBC) at 800-217-9197 (toll- 
free). If you would like assistance from a USPTO Customer Service 
Representative or access to the automated information system, call 800-786- 
9199 (IN USA OR CANADA) or 571-272-1000. 
16 April 2009 

/C. R./ Examiner, Art Unit 1 61 1 



/Sharmila Gollamudi Landau/ 
Supervisory Patent Examiner, Art Unit 1611 



